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Abstract 



NEW MATE RIAL: An ML-236B derivative shown by the formula (R is H, lower alkyl, or alkali metal). 
EXAMPLE:DUM-4(when R is H). USE:A remedy for hyperlipemia. Having more improved cholesterol 
inhibiting activities than ML-236B. PROCESS:Doses of 200mg/kg/day of 236-B are applied to five beagle 
dogs (shes, 10kg average weight), their urine is collected for three days, 31 of the urine is passed through 
500ml of XAD-2 column, eluted with 500ml of 50wt% acetone, acetone is distilled away under reduced 
pressure, and the residue is adjusted to pH 3 with trifluoroacetic acid. The residue is extracted with 11 ethyl 
acetate three times to give a DUM-4 (when R is H in the formula). 



Data supplied from the esp@cenet database - 12 



http://minesoft5.minesoft.net/pdfilitml/JP57002240.htm 



9/1 1/2006 



©Int. CI. 3 
C 07 C 69/33 
67/00 
69/732 
I A 61 K 31/215 



© B*H4$?F/r (JP) ®ftftmmt>m 
® ^ H ft PF & $R (A) B§57— 2240 



ADD 



6556--4H 

6556— 4H 
6408-4 C 



(ft 4 JO 



9ML-236B0im 

®W M BS55— 76127 

@UJ R BS55C 1980)6 /! 6 H 

JR^rMJIIIZjGSVr 1 TS 2 #68 



1 TS 2 #58 

l#flfe<^6 



99 



1. « <D £ 

ML- 2 3 6 B«4^ 

2. &&m#:<DMW 

HO^*\ COQR 




C5£*, Btt**fi(^ ( <&» 7 ^ * a- & * 
*±Ta,/,u^^^^^. ) r 3 n * ML- 236 

* % ^ tt 5$ 



CO 




T*5iiiML - 236 B ft f* iC U8 * * «D T 

* * o 

J: §g * . R 0: zk £ IK ^ ; > ^ a- . + a, w 

fa*?*. 4 V 7 n \* a, , 7 + a* . A V 7 + a> 

ito fe s£ CI) T^£^*<b£-#itt3r*»4fc»-c* 

ML- 2 3 6 Bi1*ttff.ftlitoflt4!>. IT * * 
© — *fl -* *i U |7 a • + h 'I ^ACD-ft«»^«5l 

l * m * # * *,* mmx«:&^x => u * ^ o - 

*'©£fe'fr#fr J t©#;&fli**©3 - t k « + f - 

* - * <b m & + t t k: z t> m « u. »«7<d® 

<o ffi T fje ffl*^tti^J4aP,iit:^ & C m m 

50-155690-^, ^-T — ^^.rf-^.T^^fcr^ 
r -f * * 29 * 1346 -1348 M 1976 4£)o 



— 9R1 — 



HO 




*E # f> Wt M L - 2 36 B * Wi to K & 1* L, X 
tff ML - 236 BKtt&j^frtfc* a 

fid^:(!)-C^^n^<t^1fe©^ # R * J* ISt 

- 2 3 6 B * 200^/K,/d»y © M T # ^ L, 3 
? a 500i/ICa U, 50*T-k^x500ii<*C* ttlU 



WfSlBB57-2240(2) 

A'* a pH3 *Cff?glt 0 

*o *ft#^m»«^^^?7^f tl 

C ) (TLCiT'u-h ; & is 

Art 5715. *$ m ; -^^^^ : r-fe v * : nfe m 

- 50 : 50 : 3 ) *C J: f» R f fig 0.45 * ?it^ 0 JhK 

= - ^ a*«# 3: 30^ftttf*. *ff|^felL7to 
&fe£55*y'y— *10a«f€JBttL.. *> 9 ± * 

RP - 8 . f 'IXB 
7t 4t 55^ j> ^/-* 200rf*«L*. fc. 

6o# >;/-^TfPttiL, «a<e>O240«<ttm-c. 
L T ga U . 2fcS*66**/y-^2.5**c» 

ft* . « t^WSiKf*^ a ^ h ^9 7^f - ( JASCO 

- Trirotar , * ^ A : /» - »K j/ y ^ Cn ) 

•ti tttttL, S&4tf-^*7j*-*-ai7>fcfl>J5tL 

t«»ltf *t4tDUM-4 y f ^ x x f ^ 



*^ rf * ^ T ✓ y * y^ftA-Cll^4 ^7 / 
***tem~tht. DUM-4CDTA-* 

*l*6#l 2 

X 0ML- 2 3 6 B 1 t> D U M *- 4 * /t 0 

1) m *** 

llfliK: 3«ff© 1.15* KCl-lOmM V ^ 
«tt*« ( pH 7.4 ) ^itra^ t ^ * t ^ X 

L. £0**>^^ - h 5: 9000 f T 20^ftj 
ii >C/ ^ J* L . if l)t 0 

2) =J7T**-*S#E 

j»7Cl^3f / 7 i K T ^ = >- 

i> * * u> rf- K # ^ 7 x - I" ( NA 
D P H > 3 f 

MgCU C 508 ) 0.1 ** 

1.15* KC1 if&m 0.3* 

0.2M « pHU ) 0.6 «t 

frffl-^L. 4fe it 1 t L . tiiSr3 77^ 

* - ® <fc L3t e 



3) KfS#ift 

3fc ffc 80 ^ . 377^^-j»jff20^i? 
X & « <t LtML- 2 3 6fl 1 

T *S flD L. 37CT30^l«j|fiiL^o 

«ttTLC±(*Jsi?m £ ft - * ft ) , 9( ffi *Q 
1 T^Uj^DUM - 4«fcW— OR f fl& * L Al 0 

© X 5^Lt^t>^)tDUM-4tt*i^i 
ft Id © gfc X 1? S T */ * * f -t; A + a, * 
^^itti i DUM - 4 > f A-x^tA'^^t 

* *&#J 3 

DUM-4 /f A-i^f^2f H.1N- NaOH 

l Meircmm* 4t. 3octi (^^An*^»tA 0 

t^^^ o a * ^ A i *tf ifr L . 7km & o.i N 

HCl TpH8fci£U, XAD-20A(#35 



-252- 



mi)tCfrtt&o 20mt<Dmft* X&f?it&. 50 

-^t^4U*lE( 40*y*y — ^1 «£/min 
T « ffi L. Retention time 1 3# ) L rt: * . mm 
ft fcfe * ?7 * U> , DUM-4 Na«0.8V#« {> *i 
*o 

A. DUM-4 y f A.x^f v 
1) NMR*^***- 

x 2oomhz -c m Sg U 7t o 
( COCli ) * ppm : 

0.88 ( 3 H . t . J = 7.3 Hz ) 

0.89 C 3 H . d . J=6.5Hz ) 

1.12 (3H, d. J = 68Hz) 

1.1 ~ 1.7 flOH. m ) 

2.3 4 ( 1 H. sex, J — 7 Hz ) 

2.3 ~ 2.5 ( 2H. ra ) 

2.49 C 2 H, d . J = 6.4 Hi ) 



WHBB57-2240(3) 

2.58 C 1 H. m ) 
3.72 ( 3 H, s ) 
3.7 8 C 1 H, m ) 

4.25 C 1-H. quin . J«7Hz ) 
4.4 C 1 H . m ) 
5,42 ( 1 H, m ) 
5.56 (1H, m ) 

5.9 0 C I H . d . d . J = 9.8 . 5.6 H x ) 
5,99 ( 1H, d . J = 9.8 Hz ) 

2) y a, 

N.O - \Z * ( ► U + ju v 1J ) (. i) 7;u^ 
a T -fe ► T $ KT '/ 1 A-ft L^tt, Bltn + n 
D - 30 0gifr/8^-C#j5£L?fco 

m / 8 : 654 (M + ). 552 , 462, 372. 290 . 
272 . 233 . 231 

3) h * ( * S — * i& ffc ) 
1 max C nm ) - 2 3<U . 237.3 . 246,4 

4) ft KUKK * <^ * h * ( fciift & ) cm 1 : 
3400 , 2950 . 1730 . 1600 

6) T L. C 



Art 5715 

j» ; -< y -tf y : 7 -t h y ( 1 : 1 ) 

R f « 0.88 
6) o t^97>(-(HPLC) 

?*-#-Xtt*HPLCICX J, * - 

^ y ^ C I§ « tff . ft & 1 m£/m\n . ft 65 

* > ^ y — A* T Retention time 1 5 # 0 
B . DUM-4 Na ifi 



1) NMR-*"<*tA' 

f^3« * * k t m s * <* m 

L X 2 00 MHz X m 5£ U * o 
( CDsOD ) * ppm : 

0.91 C 3H , t . J = 7.5 Hz ) 

0.92 C 3H. d. J = 7Hz) 

1.12 ( 3 H. d , J = 7 Hz ) 

1.1 — 1.8 ( 1 0 H . m ) 

2.25 ClH. d. d, J«15, 7.6Hz) 
2.34 ( 1H. d. d. J«15. 5.5Hz) 

2.2 ~ 2.4 ( 3H, m ) 



2.4 8 ClH. ra 

3.68 ClH. m 

4.0 7 f 1H, m 

4.28 ( 1 H. m 

5.36 ClH. m 

5.48 ClH. d. d. J = 3. 2Hz) 

5.88 ( 1H. d. d. J = 9.6 . 5.3Hz ) 

5.98 ClH. d . J = 9.8 Hz) 

2) tf^fflft^-x^^h^ry^y-^***) 

J max C nm ) : 230.0 . 237.2 . 245.0 

3) ^naSRiR^'*^ ^(KBrtt)^ 1 : 
3400 . 2900 . 1725 . 1580 

4) T L C 

T L C f - h ; > « * 

Art 5 715 

T-feK y : ff*SS C 50 : 50 : 3 ) 
R f m 0.4 5 

5) HP LC 
**-:*-j<1±J»HPLCK:X!>. ft - ># 

c t9 * t& to. ^*i«e/min. mm 



-253- 



•J- — i 



AO* > * s - a,-c Ratent 



'on t lme 13 •9-. 



3 U^^o-^^.^jg Sfpffl 

»-=*f-3-/^ A ,. r , l , #l/ ^ # 3 x y ^ 
A A M , , _ ^ ( 3 . hydroxy _ 3 _ ^^^^ 

gluteryl - Co A reduct.se ) *S # «) K IS S 

* C £ # O * „ <t u,*^ D __ 

Biol . Chem j 234 

• 283SRC 1959*0 «e«©3er*T«se3*« 

Sf 1 K = ujt o— -v-fi-fK* 50 * 





D UM 


- 4 ^ f -^x ^ ^ ^ 


0.0 01 


DUM 




0.0008 


M L - 




0.01 



WIWB357-2240 (4) 
_k SS © X 5K« (|)tji«*iJML- 2 3 6 B 

M L - 2 3 « B i |5| « tC JH fflf = u ^ ^ 

= -*iTft«nt4, L * # -tofts 

«ttML-236B «:it'<-Ctt4^K:at^-e*j>, 

ML-2J6BOft«*J ) tti'iTi4V>tOt 



-254- 



